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1020020053090 A . , nnn lnl 

^ 2003/2/13 

* ^€ ^ en* « a** *i* a>s#4) 

7>=^7l(-C00H), o>-j7l(-NH 2 ), 4^7l(-0H), ^l-7l(-C0NH 2 ), 3*7l(-SH) $ 
^^7l(-S0 3 H) ^a, 1# 0 2 ^ 307fl ^ 

* ***** ***M. -M§ 3^ ^( A ) * ^ M(B)ol ^ 

* ^# ta w ^ # s^o] 371) 7 fl^^rf. 

^# **1¥«W .o-^ ^ BU ^ #{A BLQCK copo^ MICELLE 

COMPOSITION HAVING AN IMPROVED DRUG LOADING CAPACITY} 
[li^Htf^] 12 

^71 £ M}*H Hfe ^ Dfl ^, ^ M(A) ^ 

^ «<B)<L3. *1^*U #7] db^ **(BM4| 7>=^7l(-C00H), 
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^J7l(-NH 2 ), ^W7l(-0H), «>M = 7l(-(XWHa). H]*7l(-SH) £ *«t7l(-sq#) 
*\ ^€ 1* «* 7 1« 0.2 xfl^l 307fl w 

«M3 «( A ) g l-^(B)o.S oI-oI^jl lr^(B)^ 

* ^4^7l(-CO0H), o>^7l(_ NH2 ) ) ^a>^. 71( _ oh)) oHH7l(-C0l 2 ), E^7](-SH) 

* ^^>7l(-S03H) 1* ^7] # 0.2 ifl^l 307fl iHHFfe <&«4 
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0 a os 
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Sl'M -ir^-CA) ^ >M=^ l~iKB)JlsL o]^^^^ ^-7] ^-s.( B )iflofl 
^> 3 4^7] (-C00H) , o>^7l(-NH 2 ) ^ ^^K-OH) ^7l» 
0.2 xfl^l 307fl «-fr*Hf- W . ^ *M*4H W ^ 

^ «-(A) £ ^(B)ol ^ ^ ^ iSOl-i- nl€ £ ^ 

^ ^ ^l^> *1€ s^l-^ «Hi -t-B- ¥«H feJi 37 )i 7 fl 
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^1] 

^# #*1^°1 ^1H1 2^#{A BLOCK COPOLYMER MICELLE 

COMPOSITION HAVING AN IMPROVED SUPPORTING PROPERTY FOR HYDROPHOBIC MEDICINAL 
SUBSTANCES} 

^ «4J)3^. ^J-a] 71 71 ^71 7> Jl^-7>^ d^Aj ^s. oj^ 

^.3. ^ nH^^oll S^J-a} p]^ fg^ig- 

^1 A>-g-Al Til^^o]] ^ # ol JL^^S. *S|5H -f^tb if}* * 

o>H.sloi-p>6i^|( adriamycin)i ^^^-^(paclitaxel) ^ :£o] tg-oj-jfls 
711 3-§-S>7Hl*r ^l^o] ^uf. OH] ^4 o^o^ 

^ «NW) *fc**ol 9430] ^fr** 3711 



1020020053090 



#^ °J7>: 2003/2/13 



% Ir-iH HCshellM: o^n^ ^ vfl*| ^ q.^ 

^••&7> zl 3.7)7} 200nm ^l^ji, ^l^oi ^o] li^l^l^l 7) ufl 

^Sfliflofl^ ^tfl^Afli^Kreticuloendothelial system) MPS(monomuclear 
phagocytes system)^ ^tb ^#^1 SE^^g- a^s^'H , JL^>^=o.S. °J*H a]^-^ Jg- 
« *B4i*l *W<H =9"7liV 44)VH*I fc« ^ 5£fe 7>^lrf. 3^ ^ 

31 3# -B-#o] ip^^o] ^7] nfl-g-ofl, ^-oj. 

*fl &$3.*\ JL&T.}^ f^-*fl7> A}-g-^ ^-fo^ oj-AflS. ^ofl Ji^> 
t^o] rf^= ^-Jt^-Tfl jLij-^ol 3.3) ^ ^ <£ + o] 

-frW*l*4i*7|| *fl0 583 955^1^, ^<LEL*} ^bH^^IS.* A>-g- 

al^WM), «el( r -^l^ #^pf|oiM), ^(L-^f-Al), #e](L- 

^0} jgr-a^ dfe«M ^^01 oj-o^^ 

^7]7> #*fl*M £>J7 ( at!" HH^l ^^Mlfe, tflJf-g- 3.2^ 

*>M"3 ^7l7> #7fl*H 31^-71- *H|5Lfe #6fl ^-o> 3^ - 7 |. £ 7] 

i-M ^71 ofl S^H^ ^^1^> sfe c^o] ^4 
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<6> 



<7> 



<8> 



1020020053090 ^ ^ 

Q^Z)^ 1994-20681531 0^:51 JjL^o.^ ^bHU^a^^ 

^ 6 >— ^ 6 > p H-a(adriamycin). ^^^^(indomethacin) f-^g- ^-<yt!- ^ 

tfl^^>iL^7fl 1999-6903331 ^ *ll 2001-1052393^1^ Jf^-o.^ 
#^#sl--l ^§^*j]# A}^ H *1€^§- *fls*Hs- ^# *fl**fcn. o! *i^ 

^4=* -^^1 ^71 # i^-^1 #7jl+, HL^ 5Lf-^Ul5l-£ J7^> ^t+ofl ^ 

^7fl^l 7fl^ Jl^> nl^ ^S-g- ^ ^g^o) ^ 

~ } **M» 34. #Sl(^-^l^ oV-^lclM), 

W^MMfi), #^( L -^) ^ ^ol *L-cq ^ 7]# ^o.^ ^ 

^ 7l » ^ ^-f^lfe ^L^-g^ 7^ - 

^ 3007 A *M al^> 7^7} #ofl ^. 
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Sft*h 

«■ tN* #7) q*. ^ ji-g-7> n)4 a^8#tfl ^-71 **<b) 

#7] ^*>7] i^o,]^- ^ **(A) $ i 

^7l(-NH 2 ) * ^^7l(-0H) *4W 1# ^7l« 0.2 307fl 

*V^r <3=3!<S ** S**H, #7] ^( A ) $ -fc^ **<B)ol 

€ £ p U ^ j7^-7> n]* a^ihg- afl^t}. 



<io> 



°H £r 4**1* ^ « ^ 
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OWJL 0]-f.i=. S< ^-^ ^EflO^ J7«-^> -^^^cj-. o}^ u) 

€ ^l-g-^H, M ^-71 o. of # ^ ^. 7l S6l 

^ ^(B)^l 7>S^ 7 ] ( 0 >^l7l Sfe ^#3*7]^ ^\+-g-^ ^l-Sfo] ^J^^g; 

^=^171^ tb4. «l*fl ^ »flii| l-^- ^JEfe- o.i xfl7<i 

10 ^7} W>^*>t|.. 

91 1-^^: A>-g-§>fe %o) ^^o] ioo iflx] 30,000 ^<?1 J1^7>7} h}^- 

c-l^r ^fMSWlfe- 1,000 ifl^] 12,000 ^-#^1 JL^7>7> A>-g-^ ^ ^r^. o]o) 

-§-S>^- ^o] w}^^, ^X^o] 200 tfl^ 30,000 Jl^-7l-7> W}^*)S>5I, D]^ 

«>^*>7flfe 1,000 ^) 15,000 ji^>7> AV-g-^ o^cf. o]^ ^30} cfli=L 

^- t^^s^, ^-sf 43*31=4 ***jj t # 

3 -^-£^71- A>-g-^ ^ o^*}, ol^oflAi = , l^S.^ ^B}*E|t=S] ^^) 7} 
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<17> #71 ^§^13 *W-3 ^Hs.^, Ir^CBH 7>S^7l 

(-C00H)7> ^* r 7r ^r>7l IS. SAl^t}-: 

<18> 1] 

0 <j> 0 

Ri-0-(CH2CH 2 0) x -«!icHO) y -(CCH20-cicHO)2-R2 

iHa (WaOOH 

<19> -^^H, 

<20>R 1 ^ H, 1 47fl3 <£5g aH^lJ!, R 2 *r 1 vfl^l 97fl3 

^ tl^^^H, 10 ifl^l 4003 ^n^l^l, yfe 10 3003 ^t^H , zfe- 

0.2 30<>lth 

<21> ^ ^3 £^ ^f-^ir ( A>-g-E)^. 3=1-31-3 ^SF^^r ^A]7l 

71 3^: ^7]* ^"71 4^Aj M(B)ifl^ ^ £<^f *r ^*1H 

S^i, ^-7) is. Sa13^ oj^^ ^ ^^3 ^ls« 0 >^^r t^g-aq. ^-cf: 

<22> JE.^m ^-a) <H1 ^ s.3 €^HH, D,L-^B|H., # 

B^E}^ SEfe 7>3LS^3 *f|3lS. ojl^Blls ^#011 iffl^7]7> o^e)] 

©I* ^3. ^^3 ^7fl*H>H ^^^-(debenzylation)Al^ o.s^|, 
International Journal of Biological Macriomolecules, 1999, 25, 265). 

<23> #7i ^^7i# i^-^-fe nns, ^^ns. ^ ^ t 

^3-S#(aspartic acid) 3 7>s^ 7 ]=. # ^j^o^ 3**1*1 ^ t o>nl 7 l# ^ 
#•^-71 S ^^-ul o]^- <g 7 l #nfl^.6flAl y.S£<>H^^.Al^ tfl^- A>ols.^.^-o.s.^) > 
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3-<( *&^*\ ) €>-l . 4-tM . 5-t=M £r(3-<(benzyloxycarbony 1 )methyl> 

-1.4-dioxane-2.5-dione; BMD)7> ^r^-^W^S: Macromolecules, 1988, 21, 3338). 

<24> £ igr$6\)X\ A>-§-S)^ M.^ ^^.^ ^.S. ( A )_^ ^(B)^ 

<25> £i£ ^^H^ Aj-7) ^ JL^} ^ ^ 2^-§-lfl ^Aj ^(B)^ 

-g-Aj ^l-o] ^ m S Aj # o. ^^rf. 

<26> £ ^ot ^ S^l-^r lM^ «H|- ^ Pl-t ^ ^\+-§- 

^r-g-^* -B-7HH ^^SAl7lJL 15- ^ ^^<^1 tt}-eq- ^--f}- ji 

0.1 50 f-^S. it^b ?M W}^ij>T}. 

<28> £ A>-g-^ ^ ^\*-g-Aj #611 tfltb -§-*HS.7> 10 mg/ml o^a] 

^£^H a>-§-€ *r SIS.* 1 ?, «V^^r ^HlSfe, ^^^-^(paclitaxel), 

^S^4l(camptothecin), a]^^ ^ Tofl ^ cj 7}^H)2 sfl o] e (biphenyl dimethyl 
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dicarboxylate), ^i^^Cpiposulfan) , i=H-^(danazole) , ^di^H (taxotere) , 0 r— 2l 
°r p H^(adriamycin), tlIE.^i^(indomethacin), ^.(etoposide) , c>lS.ej-^M- 

#( itraconazole), ^1^-^ (nystatin) , *fl EtS^l (hemoglobin) , 
(omeprazole) t5- c 1 9Xt)r. 
<29> #7] sl*Ml*)l S«<H^ ^H^^r ^-cf: 

<30> 10 500mg2l #7l 1*1 <#%\s$ ^s. ^^1^ 2 200mg£| ^\+-§- 

^ ^» «<H ^^^^(paclitaxel), ^^^M^l^Kadriamycin) , ^^^bJ-aI 

(indomethacin)^: 2 ^*1 50ml ^ -fr7l-§-pfl, bUS^H.^^, ^p)1^5L#^ 

*U=<>H -g-SflA}^lrf. ^.bn^ 10 looml^l f^f ^«rJL 12 ifl*l 36*12: 

^'^f, ^"71 1-^- ^^-S^ZL, Jf^o] ^[^- o]=L 

^ S^SH, #71 ^ofl ^o] B]^-^ JL-g.*} ul 

€ ^-g-^^T JL^7\ P^fi ^-g-^ <£^2) &7)°\}X\ ^H^]?} 

3* ^ 4^ ^>»ls. A}-g-7>^tb xil^ 2^8 ^fecf. 

<31> #71 JL^*} V)Q 2i<%&& ^ ^£]7iq. Sfe #71 ^£7> <4]« 

0.01 ifl*l 5 mg/ml^ $\^*\ «1^5. ^-<^€ 9X^. 

<32> a. A>-g-sl^ o^Aj ^.s. ^f^^ ^-^-^ ^SLS. o] 

•f-<H*H, ==r-§-^ ^#0^ #71 m-jilo) ^ 3.0] ^ ^ 

* ^*Hr 7>^H, #71 ^Jj-ofl 7>s^-^7l , c>^7l , ^*V$-7]<% 

^7l« SL^ofl 4el- u]^ °- ^ ^ ^. 7 -| 

-ir^H f-B-^ ^7l7> ^l-^f #Jl*}-§- ^-0.5.^, nl^ a^lr^ 
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°3 **fl »Mf <r to, ^7l<4 ^1^^ ^7H1 ^ ^=#* 

*1#3 « 0 >#1- ^ ^-71 -ir-Ht- ^ ^o.^ ^ s^sq 

^ ^*H, 3=^ p]^ ^^^(FDA^iMMH ^7}Q 

<34> ^ ^^1^ ^ ... 

<35> 7\)2^d\) 1 

<36> ^JLA^ofl^^^y-^ 500Q) 4 0g> o^E^i^^ ^4^tb D,L"^ 

3^ 5.7g ^ ^^lj^ 

(3^(^^-^Al^^)n) 1 ^ > _ 1> 4_rl-o-|^xj--2.5-cfol^)(BMD) 0. 3g.fr 3£17} 

^-e #e^=l<*fl ^7H1 #pflS.Ai ^Blluii ^oflc^ 40mg* 7>^V 

^ tf^'M 30-g-# q-g- 160^^^ 2*1 # , s.^^^ Ir-H^H 

- - ^^31 4g-tr rfol^-AV i 2 5 m lo] ^o]^ ^ #t£}-^=Lofl ^ui -g-SflAl^ 
^7}^ lg* #nflS. Jf^^t}. ^7H1 ^» 7H=- *fl-?-2 tiV 
■§- ^-§-^1^ ^ iflofl ^> = ^7l7l- S.<%& 
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<37> ^}Sl<^ 2 



<38> 



ofl^-Al^.^ofl^^Alc(^>^==5000) 4.0g, oHSt> D.L-^-b) 



S. 5.4g, ^^l(BMD) 0.6g^r a>-§-^ ^^jl^, ?\}^d\) 13± 
<39> ^12:^1 3 

<40> Tifls-A] ^ 6)1 ^^Als. (^>^=5000) 4.0g, »M£.4k ofllHH *fl^tr D.L-^-e] 

S- 5.1g, ^r^l(BMD) 0.9g# A}-g-*}^ ^^^>J1^-, aflsofl 1^ ^-^tb 

<41> ti] jaL*)] 2: cfl 1 

<42> ^*l#eH €^^(£-7^=5000) 4.0g, ^]ea> ^M^tb D.L-s^ 

<43> O]^ jfcg. g^g^ #gj^ 

^-^^r -a]*}-?]^^ ^-^^ (nuclear magnetic resonance spectroscopy) ^ ^ J f- 
4 3.S.^>SZi2fl5E|(gel permeation chromatography)^- °l-§-*H ^Sr&T}. ^z}7]& 
^ Sr^-fc PEG(l-^^m^#^#)/PLA(#e]b>>Hl3A].)o 1 ^-7)1 
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<45> [3. 1] 





-f-7||H| CwtftJ 
(PEG/PLA) 


(Mn) 


£M 
(PDI) 


CU0H7| j 




1 


54.1/45.9 


10000 


1.14. 


1.34 


2 


55.3/44.7 


9010 


1.14 


i 2.78 


3 


59.5/40.5 


8480 


1.14 


3.74 


«] H^2:<m 1 


55.3/44.7 


10500 


1.13 


0 



<46> gjgj ^ ^J- 
<47> ^A] afl 1 3 

<48> -*7l ^2E<q 1 xfl^l 3<M AA^\ o}^ ^s. lOOmg^ s)-^!^ 

50mg^r AA tM«3E*oWS. 10ml ^JL -g-^A^ ^, ojs-o) ^ .g.^ i 0m l 
« 7}-5}3L 24*}Z± S^tb 4^", °1 -g-^* ^el^ «H ^fHMl tfl 

<49> W] JH^] 1 

<50> ^71 tiling 3^1 1°1H *1~8-*M, &X\<% ^.^tb H <H^5. 

<si> w g£ a*-* »g13 &2 
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«3> ^^4. ^H€^4*l3=-#fc|^S. oil *M] 50mg^r 10ml -g-#^(^l<+ 
^ pH 7.4H 7}«H ^^*>7fl -g-*fW?l ^, o] -§-ofl^. 37^0^ 

*HKmolecular weight cutoff, MWCO): 8,000)^ <>l-§-*H ^^|-^t^. A^tt 

^ "fl^m^S. ^iS <^2|-^ -§-#^ lml^ <^7H1 f£f <a 

<54> 7^°\ B^f>-^ ^ 1-^- ^f^-*fl T^cq 3.7], is} -§-#^1^; ^ 

€^ (dynamic light scattering)^- ^]-§-§><^ ^S}&ZL, -§-#^1^ ^o] 50%?}*] -g- 
<55> [3. 2] 





(nm) 


(wt%) 


4Hr*l*!r 

(hr) 


(day) 




1 


30.0 


8.0 


21 


10 


2 


28.0 


13.7 


u 40 


7 


3 


34.8 


14.9 


52 


6 




1 


42.8 


3.8 


8 


20 



30 ifl^l 40nra ^5.3. ^HUsH , ^>-§- ^ SflTflS. A>-g-^- 7 H ^^Kr a 
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?m^7li ^ ^^n] A}^^ 3.747B ^-s}^ ^-fC^H 3)<*fl*r 3.3- 

^ofi 4^ ^ 2^#£r, >8-7l ^\+-g-^ n] 

^"71 *<g*« a Tfl *7M« ^ fljL, Sj=#<*| XI^^O. 



20-16 



1020020053090 Q*}: 2003/2/13 

[^hPS 1] 

oil ?m^7l(-C00H), ^7l(-NH 2 ) ^ «H^7l(-0H) &<$*\ 1^ o]^^ ^ 

7l» 0.2 ifl^l 307fl ^-B-^>fe ^-71 l-^-(A) 

MiTO 2] 

^ <y=€^ m^wi^ ^£7> o.i xfl^i io ^%$\ ^sls- 

3] 

SL^S M-(A)^ ^V^o] ioo 30000 ^SLS. *}±t 3^#. 

4] 

*fl3^°fl 5^*1, 
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5] 

-M-(B)^ ^}^o] 200 30000 ^SLS. f>}±: 

61 

^Wl, #^^. = S.<=fl^lS, ^i^S^l, 0]S.^ 

13 T 1 * 7] 



Ri^r H, 1 ^fl*l 47fl^ oHHul, R 2 ^ €^*r 1 97fl^ <giQ t <£ 

€ ^fe tltl°l^, x*r 10 ifl^l 400^1 ^^olzi, 10 vfl^l 300^ zfe 
0.2 tfl^l 30o]cf. 



i 



0 

Ri-0-(CH2CH20)x-(icHO) y - 



(CCH20-CCHO) z -R 2 
(WxX)H 
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8] 

I^*J- 9] 

*lll*J- ^1 ^18W ^ ul£-*> nl-fl S^l-tfl Ir^-(B) 

10] 

*H9^4] 5a°H. 

^^^HAl, ^lS.nd^, iS^oln, olE^ S1 4^ ( 

[3^8" 11] 

^r^-g-^ ^# ^ -H^} # ^*?H tfl«H o.l xfl^l 50 &*&%si\ 



20-19 



